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application. I 

1. (Original) A compound of formula I: ^ 




_ w j 1 _yr\_ c ^ > 



(R")n 



wherein 



N f >=Z 

R3— O 




W, X y Y and Z are independently selected from the group consisting of CH, CR 
N and N-O; provided that at least one and no more than two of W, X, Y and Z are N oij 
N-O; 

R 1 is a group of formula (a): 



O 
O 



(CHJ,— (0)„— (CH 2 )„ 



(a) 



wherein each -CH 2 - group in formula (a) and the -CH 2 ~ group between the j 
piperidine nitrogen atom and the ring containing W, X,YmdZ in formula I is optionally 
substituted with 1 or 2 substituents independently selected from the group consisting tf 
Cm alkyl and fluoro; wherein each alkyl group is optionally substituted with 1 to 3 fluoro 
substituents; 
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R= is select from the group consisting of hydrogen, Ca all* altatyl, CU 
alkynyl, C M cycloallcyl, -CH,-R S and <CH^, wherein eaehaUcyl, afenyl, afcynyf. 
and eyeloaJkylgronp is optionally substituted »ith Ho S fluoro substituents; ; 

eaeh R> is independently seleeted fiom the group consisting of hydmgen, C« ; g. 
afltyl, ft. aflteny., C, alkynyl. C„ cycloalkyl, -CBr*' and -(CH 2 ),-R ; »he re ,n j 
eaeh alley!, alkenyl, alkynyl and cycloalkyl group is optionally substituted w«h 1 to 5 ; 
fluoro substitutents; 

each R 4 is independently selected from the group consisting of C M alkyl, ^ , 
alkenyl, C 2 . alkynyl, C 3 - 6 cycloalkyl, -OR 3 and halo; or two adjacent R 4 groups are { 

jo inedtoformC 3 *alkylene,^^^^ i r- 

-(0)C-CH=CH-or-CH=CH-C(0)-;orwhe B ZisCR 4 ,-OR 3 andR arejonredto | m 

form -0-(C 2 -5 alkylene)- or -0-(C.- 5 alkyleneJ-O-; wherein each alkyl, alkylene, ; W 
alkenyl, alkynyl and cycloalkyl group is optionally substituted with 1 to 5 fluoro ^ 
substitutents; 

each R 5 and R 7 is independenUy selected from the group consisting of C3-5 
cycloalkyl, C*. aryl, - 0(0)^0 aryl), C 2 , heteroaryl, - C(0 X C, 9 heteroaryl) and Cu 
heterocychc; wherein the cycloalkyl group is optionally substituted with 1 to 5 fluoro^ 
substituents; and the aryl, heteroaryl and heterocyclic groups are optionally substituted 
with 1 to 3 substituents independently selected from R k and the aryl and heteroaryl { 
groups are optionally further substituted with aphenyl group, where the phenyl group »s 
optionally substituted with 1 to 3 substituents independently selected from R ; 

eachR 6 andR 8 isindependentlyselectedfromthegroupconsistmgof-OH, ; 

-OR 9 -SR 9 , -S(0)R 9 , -S(0) 2 R 9 , -C(0)R 9 , C, 5 cycloalkyl, C 6 ,o aryl, C^heteroaryJ 
and cL heterocyclic; wherein the cycloalkyl group is optionally substituted with 1 tojS 
fluoro substituents; and the aryl, heteroaryl and heterocychc groups are optionally , 
substituted with 1 to 3 substituents independently selected from R k ; 

each R 9 is independenUy selected from the group consisting of C M alkyl, 
cycloalkyl, C 6 ,o aryl and C 2 . 9 heteroaryl; wherein the alkyl and cycloalkyl groups are 
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optionally substituted with 1 to 5 fluoro substituents; and the aryl and heteroaryl groups j 
are optionally substituted with 1 to 3 substituents independently selected from R ; . 

each R a and R b is independently selected from the group consisting of Cm alkyl, ; 
C M alkenyl, Cm alkynyl, Cm cycloalkyl, cyano, halo, -OR* -SR<, -S(0)R<, -SCO)* ■ 
and -NR g R h ; or two adjacent R a groups or two adjacent R> groups are joined to form 
alkylene, -(Cm alkylene)-0- or -G-(Cm alkylene)-0-; wherein each alkyl, alkylenej 
alkenyl, alkynyl and cycloalkyl group is optionally substituted with 1 to 5 fluoro ; 

substitutents; j 
each R c and R* is independently selected from the group consisting of Cm alkyl . 
and fluoro; wherein each alkyl group is optionally substituted with 1 to 5 fluoro 
substitutents; 

each R e is independently selected from the group consisting of hydrogen, Cm ; 
alkyl, C 2 . 6 alkenyl, C 2 .« alkynyl, cycloalkyl, Cmo aryl, C 2 . 9 heteroaryl, j 
heterocyclic, -CH 2 -R and -CH 2 CH 2 -R; or both R* groups are joined together with ttj» 
nitrogen atom to which they are attached to form C» heterocyclic; wherein each alkyl,: 
alkenyl, alkynyl and cycloalkyl group is optionally substituted with 1 to 5 fluoro 
substitutents; and each aryl, heteroaryl and heterocyclic group is optionally substituted; 
with 1 to 3 substituents independently selected from R k ; 

each R< is independently selected from the group consisting hydrogen, Cm alkyl, 
Cm alkenyl, Cm alkynyl and C 3 . cycloalkyl; wherein each alkyl, alkenyl, alkynyl and 
cycloalkyl group is optionally substituted with I to 5 fluoro substitutents; ; 

each R 6 and R h is independently selected from the group consisting of hydrogen, 
Cm alkyl, Cm alkenyl, Cm alkynyl and C, 6 cycloalkyl; or R* and R> are joined together 
with the nitrogen atom to which they are attached to form heterocyclic; wherein ejach 
alkyl alkenyl, alkynyl and cycloalkyl group is optionally substituted with 1 to 5 fluoro 
substitutents, and the heterocyclic group is optionally substituted with 1 to 3 substituttots 
independently selected from Cm alkyl and fluoro; - 

each R is independently selected from the group consisting of C 3 ^ cycloalkyl] C 6 - 
10 aryl, C 2 . 9 heteroaryl and C» heterocyclic; wherein aryl, cycloalkyl, heteroaryl and .; 
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selected from R k ; „, n \ 

each R j is independently selected from the group consisting of C 3 . 6 cycloalkyl, Cj. 
l0 aryl C2-9 heteroaryl, C3.6 heterocyclic, -OH, -0(Ci-6 alkyl), -0(C>6 cycloalkyl), , 
Z::U - OCC -eroaryl), -S(C, alkyl), -S ( 0)(C, « 
- S (C3 e cycloalkyl), -8(0)^-* cycloalkyl), - S(QH(C« cycloalkyl), -S(C, l0 aryl) | 
-SCOXCo aryl), -8(0*^0 aryl), -S(C 2 , heteroaryl), heteroaryl) , «d | 
- S(OMC, 9 heteroaryl); wherein each alkyl group is optionally substituted wnh 1 to 5 ; 
fluoro substitutents; and each aryl, cycloalkyl, hetcroary! and heterocyclic group ,s , 
optionally substituted with 1 to 3 substituents independently selected from R ; . 
each R k is independently selected from the group consisting of Cm alkyl, C M | 

1 n n f QRf -srom f -S(O) 2 R f and-NR 8 R h ;ortw0 
alkenyl,C 2 ^alkynyl,cyano,halo,-OR,-SR, S(U)K, *\y>n , 

adjacent R* groups are joined to form C 3 , alkylene, -(C M alkylene)-0- or -0-(Cm = 
alkylene)-0-; wherein each alkyl, alkylene, alkenyl and alkynyl group is optionally ; 
substituted with 1 to 5 fluoro substitutents; 

a is an integer from 2 to 7; j 

MsOorl; 

c is an integer from 2 to 7; provided that a + 6 + c equals 7, 8 or 9; 
m is an integer from 0 to 3; 
7i is an integer from 0 to 3; 
p is 1 or 2; 

q is an integer from 0 to 4; 
r is an integer from 0 to 4; 
x is an integer from 2 to 4; 
y is an integer from 2 to 4; 

or a pharmaceuticaUy-acceptable salt or solvate or stereoisomer thereof. 

2 (Original) The compound according to Claim 1 , wherein R 1 is selected 
from the group consisting of -(CH 2 ) 7 -, -(CH 2 ) 8 -, -(CH 2 ) 2 -0-(CH 2 ) 4 -,| 

! 
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-(CH^-O-CC^-.CCH^O-CCH^-, -(CH 2 )3-0-(CH 2 )3-, -(CH 2 ) 3 -O^CH 2 ) 4 -i 
-(CH 2 ) r O-(CH 2 )r, -(CH 2 ) 4 -0-(CH 2 V. -(CH 2 )4-0-(CH 2 ) 3 -, ! 
-(CH 2 ) 4 -0-(CH 2 ) 4 -, -(CH 2 ) 5 -0-(CH 2 ) 2 -, -(CH 2 ) 5 -0-(CH 2 ) 3 - and j 
-(CH 2 ) 6 -0-(CH 2 ) 2 -. 

3. (Original) The compound according to Claim 2, wherein R 1 is -(CH 2 ) 7 -,j 
-(CH 2 )«- , -(CH 2 ) 9 -, -(CH 2 ) 3 -0-(CH 2 )3- or -(CH 2 )4~0-(CH 2 ) 4 -. j 

4. (Original) The compound according to Claim 3, wherein R 1 is -(CH^- j 



5. 



(Original) The compound according to Claim 1 , wherein R 2 is Cm alkylj 
whereJthe alkyl group is optionally substituted with 1 to 3 fluoro substituents. j 

6 (Original) The compound according to Claim 5, wherein R 2 is selected j 
from the group consisting of methyl, ethyl, propyl, isopropyl, «-butyl and isobutyl. j 

i 

7. (Original) The compound according to Claim 1, wherein R 2 is -CH 2 -Rf. 

8. (Original) The compound according to Claim 7, wherein R 2 is selected j 

from the group consisting of: 

(a) -CH 2 -(C 3 - 5 cycloalkyl)rwh^ \ 

substituted with 1 to 3 fluoro substituents; j 

(b) -CH 2 -(phenyl), wherein thephenyl group is optionally substituted w,th 1 

to 3 substituents independently selected from R ; 

(c) -CH 2 -(naphthyl); wherein the naphthyl group is optionally substituted 

k 

with 1 to 3 substituents independently selected from R ; 

(d) -CH 2 -(biphenyl),wheremeachphenylringofmebiphenylgroupis i 

optionally substituted with 1 to 3 substituents independently selected from R k ; j 
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i 

(e) -CH 2 -(pyridyl); wherein the pyridyl group is optionally substituted with j 

1 to 3 substituents independently selected from R k ; and j 

(f) -CH^OhCphenyawheiemthepheBylringofthephenacyl^groupis j ^ 

optionally substituted with 1 to 3 substituents independently selected from R". j j£ 

2 

9 (Original) The compound according to Claim 8, wherein R is selected ; ^ 
from the group consisting of cyclopropylmethyl, cyclobutylmethyl, cyclopentylmethyl, j g> 
benzyl, 4-cyanobenzyl, 4-methyIbenzyl, 4-trifluoromethoxybenzyl, 4- 
difluoromethoxybenzyl, 4-thiomethoxybenzyl, 4-memanesulfonyIbenzyl, 4-tert- 
butylbenzyl, 4-phenylbenzyl, pyridyl-2-ylmethyl, pyrid-3-ylmethyl, napmm-2-ylmetbyk 
3-cyanophenacyl,and3,4-ethylenedioxyphenacyl. ^ 

2 * 

10. (Original) The compound according to Claim 1, wherein R is j 
-(CH 2 ) X -R 6 > wherein x is 2, 3 or 4. 

i 

H. (Original) The compound according to Claim 10, wherein R 2 is selected| 
from the group consisting of: j 

(a) -(CH 2 ) x -OH; 

(b) -(CH 2 ) x -0(C,^ alkyl); wherein the alkyl group is optionally substituted 

with 1 to 3 fluoro substituents; 

(c) -«-S(Cm alkyl), -(CH 2 ) x -S(0)(C M alkyl), or -(CH 2 ) x -S(0) 2 (Cm 
alkyl)' wherein the alkyl group is optionally substituted with 1 to 3 fluoro substituents 

(d) -(CH 2 VCphenyl), wherein the phenyl group is optionally substituted with 
1 to 3 substituents independently selected from R ; 

(e) -(CH 2 ) x -(C-phenyl), wherein the phenyl group is optionally substituted 

with 1 to 3 substituents independently selected from R ; 

(f) -(CH 2 )x-(naphthyl), wherein the naphthyl group is optionally substituted 
with 1 to 3 substituents independently selected from R k ; and 
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(g) -(CH 2 ) x -(indolyl), wherein the indolyl group is optionally substituted j 
with 1 to 3 substituents independently selected from R*. 

12. (Original) The compound according to Claim 11, wherein R 2 is selected | 
from the group consisting of 2-hydroxyethyl, 2-methoxyethyl, 2-(methylthio)ethyl, 2- | 
ethoxyethyl, 2-(ethyllhio)ethyl, 2-(2,2,2-trifluoroethoxy)ethyl, 2-phenethyl, 2-(naphth-l^ 
yl)ethyl, 2-(indol-3-yl)ethyl, 3-hydroxypropyl, 3-methoxypropyl, 3-ethoxypropyl, 3- , 
phenylpropyl and 3-phenoxypropyl. | 

13. (Original) The compound according to Claim l.whereinR 2 is ethyl,«- j 
propyl, isopropyl, cyclopropylmethyl or 2-hydroxyethyl. j 

14. (Original) The compound according to Claim 1, wherein each R 3 is 
independently selected from the group consisting of hydrogen, Cm alkyl, 
cyclopropylmethyl and 2-hydroxyethyl; wherein each alkyl group is optionally j 
substituted with 1 to 5 fluoro substituents. j 

15. (Original) The compound according to Claim 14, wherein each R 3 is j 
independently selected from the group consisting of hydrogen, methyl, ethyl, «-propylj 
isopropyl, difluoromethyl, trifluoromethyl, 2,2,2-trifluoroethyl, l,3-difluoroprop-2-yl, j 
l,l,3,-trifluoroprop-2-yl, and l,l,3,3-tetrafluoroprop-2-yl. 

16. (Original) The compound according to Claim 1, wherein R 4 is selected 
from the group consisting of Cm alkyl, -OR 3 and halo; wherein the alkyl group is 
optionally substituted with 1 to 5 fluoro substituents. 

17. (Original) The compound according to Claim 16, wherein R 4 is methyll 
-OR 3 , fluoro or chloro. j 
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18. (Original) The compound according to Claim 1, wherein W,X, fandZarp 
defined as follows: 

(a) WisN;XisCH;risCH;andZisCH; j 
H/isCHorCl^jXisNiyisCHandZisCH; | 
Fri s CHorCR 4 ;^isCH;risN;andZisCH; j 
W is CH or CR 4 ; *is CH; Y is CH; and Z is N; or 



(b) 
(c) 
(d) 



(e) ffisCH;ZisN;yisCHandZisCH. 



19. (Original) The compound according to Claim 18, wherein PTisCH;Xis; 
N;FisCHandZisCH. j 



rr 

C/5 



TO 

O 
O 



20. (Original) A compound of formula II: 




N _ R1 -i-H^N-CHr^ ^ 

R 3 — O 



II 



wherein 



W, X,YmdZ are independently selected from the group consisting of CH, CR 
N and N-O; provided that at least one and no more than two of W, X, Y and Z are N o j 
N-O; 

R 1 is a group of formula (a): 



f, 



(CH 2 ) a — (O)— (CH 2 ) C 



(a) 
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piperidinenitrogen atom and the ring containing W.X. 7andZin formula fl is optionally 
substituted with 1 or 2 substituents independently selected from the group consrstmg of 
C M alkyl and fluoro; wherein each alkyl group is optionally substituted with 1 to 3 fluoro 

substituents; i 

r 2 is selected from the group consisting of hydrogen, Cu alkyl, C 2 . 6 alkenyl, 
alkynyl, C» cycloalkyl, -CH 2 -R 5 and -(CH 2 ) X -R 6 ; wherein each alkyl, alkenyl, alkynyl 
and cycloalkyl group is optionally substituted with 1 to 5 fluoro substituents; ; 

each R 3 is independently selected from the group consisting of hydrogen, , 
alkyl, C» alkenyl, C, 6 alkynyl, C 3 , cycloalkyl, -CH 2 -R 7 and -(CH 2 y-R 8 ; wherein | 
each alkyl, alkenyl, alkynyl and cycloalkyl group is optionally substituted with 1 to 5 j 
fluoro substitutents; 

each R 4 is independently selected from the group consisting of Cm alkyl, C 2 . 6 , 
alkenyl, C, 6 alkynyl, C 3 . 6 cycloalkyl, -OR 3 and halo; or two adjacent R 4 groups are j 
joined to form C« alkylene, -0-(C M alkylene)-, -0-(C„ alkylene)-0-, 
-(0)C-CH=CH-or-CHK:H-C(0)-;orwhenZisCR 4 ,-OR 3 andR are joined to | 

form -0-(C 2 . 5 alkylene)- or -0-(C t . 5 alkylene)-0-; wherein each alkyl, alkylene, ! 
alkenyl, alkynyl and cycloalkyl group is optionally substituted with 1 to 5 fluoro 

i 

substitutents; 

each R 5 and R 7 is independently selected from the group consisting of C 3 . 5 
cycloalkyl, Ch. aryl, -C(O)(C 6 . l0 aryl), C, 9 heteroaryl, -C(0)(C, 9 heteroaryl) and CU 
heterocyclic; wherein the cycloalkyl group is optionally substituted with 1 to 5 fluoro^ 
substituents; and the aryl, heteroaryl and heterocyclic groups are optionally substitute^ 
with 1 to 3 substituents independently selected from R k and the aryl and heteroaryl : 
groups are optionally further substituted with a phenyl group, where the phenyl group!,* 
optionally substituted with 1 to 3 substituents independently selected from R ; j 
each R 6 and R 8 is independently selected from the group consisting of -OH, • 
-OR 9 , -SR 9 , -S(0)R 9 , -S(0) 2 R 9 , -C(0)R 9 , C3.5 cycloalkyl, C«o aryl, C 2 . 9 heteroaryl 
and cL heterocyclic; wherein the cycloalkyl group is optionally substituted with 1 td 5 

i 
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fluoro substituents; and the aryl, hetetoaryl and heterocyclic groups are optionally 
substituted with 1 to 3 substituents independently selected from R ; 

each R 9 is independently selected from the group consisting of C^, alkyl, C 3 - 5 
cycloalkyl, Cm. aryl and C 2 . 9 heteroaryl; wherein the alkyl and cycloalkyl groups are | 
optionally substituted with 1 to 5 fluoro substituents; and the aryl and heteroaryl groups : 
are optionally substituted with 1 to 3 substituents independently selected from R k ; 

each R f is independently selected from the group consisting hydrogen, Cm 
Cm alkenyl, Cm alkynyl and Cm cycloalkyl; wherein each alkyl, alkenyl, alkynyl and j 
cycloalkyl group is optionally substituted with 1 to 5 fluoro substitutents; j 
each R 8 and R h is independently selected from the group consisting of hydrogem 
Cm alkyl, Cm alkenyl, Cm alkynyl and C,. 6 cycloalkyl; or R g and R h are joined together 
with the nitrogen atom to which they are attached to form Cm heterocyclic; wherein each 
alkyl, alkenyl, alkynyl and cycloalkyl group is optionally substituted with 1 to 5 fluoro j 
substitutents, and the heterocyclic group is optionally substituted with 1 to 3 substitutents 
independently selected from Cm alkyl and fluoro; 

each R k is independently selected from the group consisting of Cm alkyl, C 2 -4 
alkenyl, Cm alkynyl, cyano, halo, -OR f , -SR f , -S(0)R f , -S(0) 2 R f and -NR*R h ; or two 
adjacent R k groups are joined to form Cm alkylene, -(Cm alkylene)-0- or -0-(Cm ; 
alkylene)-0-; wherein each alkyl, alkylene, alkenyl and alkynyl group is optionally : 
substituted with 1 to 5 fluoro substitutents; j 
a is an integer from 2 to 7; • 
MsOorl; 

c is an integer from 2 to 7; provided that a + b + c equals 7, 8 or 9; j 

i 

x is an integer from 2 to 4; ; 
y is an integer from 2 to 4; 

or a pharmaceutically-acceptable salt or solvate or stereoisomer thereof. 

21 (Original) The compound according to Claim 20, wherein R l is - (CH 2 | 7 - , 
-(CH 2 ) 8 -, -(CH 2 )o-, -(CH 2 ) 3 -0-(CH 2 ) 3 - or -(CH 2 ) 4 -0~(CH 2 ) 4 -. 



n 
c/ 

I 

rr 
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22 (Original) The compound according to Claim 21, wherein R 2 is Cm alkylj 
wherein the alkyl group is optionally substituted with 1 to 3 fluoro substituents. ; 

i 

23. (Original) The compound according to Claim 22, wherein each R 3 is | 
independently selected from the group consisting of hydrogen, C,„ alkyl, 
cyclopropylmethyl and 2-hydroxyethyl; wherein each alkyl group is optionally 

substituted with 1 to 5 fluoro substituents. j 

I 

I 

24. (Original) The compound according to Claim 23, wherein 

R 1 is -(CH 2 )?-; I 
R 2 is selected from the group consisting of methyl, ethyl, ^-propyl, isopropyl, n- 

butyl and isobutyl; and 

each R 3 is independently selected from the group consisting of hydrogen, methyl 
ethyl »- P ropyl, isopropyl, difluoromethyl, trifluoromethyl, 2,2,2-trifluoroethyl, 1,3- : 
difluoroprop-2-yl, l,l,3,-trifluoroprop-2-yl, and l,l,3,3-tetrafluoropro P -2-yl. 



25. (Original) A compound of formula III: 




*J 2 / — N 

n — r 1 — n — i v~" cH r\ y 



\ / \ / 

R3 — O 



in 



wherein 

R l is a group of formula (a): 
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(CH 2 ) a — (OX, — (CH 2 ) C (a) g. 

! £3 

wherein each -CH 2 - group in formula (a) and the -CH 2 - group between the j ^ 

piperidine nitrogen atom and m^^^ | ^ 

with 1 or 2 substituents independently selected from the group consisting of Cm alkyl ; — 
and fluoro; wherein each alkyl group is optionally substituted with 1 to 3 fluoro j 

substituents; j 
R 2 is selected from the group consisting of hydrogen, C,. 6 alkyl, C 2 . 6 alkenyl, C 2 * 
alkynyl, C 3 * cycloalkyl, -CH 2 -R 5 and -(CH 2 ) X -R 6 ; wherein each alkyl, alkenyl, alkyn^l W 
and cycloalkyl group is optionally substituted with 1 to 5 fluoro substituents; — 
each R 3 is independently selected from the group consisting of hydrogen, d.6 j 

alkyl, C 2 . 6 alkenyl, C 2 * alkynyl, cycloalkyl, -CH 2 -R 7 and -(CH 2)y -R 8 ; wherein j 
each alkyl, alkenyl, alkynyl and cycloalkyl group is optionally substituted with 1 to 5 , 

fluoro substitutents; • 
each R 5 and R 7 is independently selected from the group consisting of C3.5 j 
cycloalkyl, C 6 . 10 aryl, -0(0(^0 aryl), C 2 . 9 heteroaryl, -C(0)(C 2 . 9 heteroaryl) and C 3 U 
heterocyclic; wherein the cycloalkyl group is optionally substituted with 1 to 5 fluoro j 
substituents; and the aryl, heteroaryl and heterocyclic groups are optionally substituted 
with 1 to 3 substituents independently selected from R k and the aryl and heteroaryl 
groups are optionally further substituted with a phenyl group, where the phenyl group |s 

optionally substituted with 1 to 3 substituents independently selected from R k ; 

each R 6 and R 8 is independently selected from the group consisting of -OH, j 

-OR 9 , -SR 9 , -S(0)R 9 , -S(0) 2 R 9 , -C(0)R 9 , C3-5 cycloalkyl, Cs.,0 aryl, C 2 . 9 heteroaryl! 

and C3.6 heterocyclic; wherein the cycloalkyl group is optionally substituted with 1 to 5 

fluoro substituents; and the aryl, heteroaryl and heterocyclic groups are optionally • 

substituted with 1 to 3 substituents independently selected from R k ; 

each R 9 is independently selected from the group consisting of Cm alkyl, C3.5 j 

cycloalkyl, C,„ aryl and C 2 ., heteroaryl; wherein the alkyl and cycloalkyl groups are! 
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t 

n 



^^.iottallysubstttuted^ltoSsub^ittdependeotlyselccted^R 

each R' is independently se.ected from the group consisting hydrogen, C H « | g 

cyc.oa.ky. gronp is opttonaUy snbsntuted «i.h t « 5 fluoro subsuttttenttr, ^ 
each R° and R*is independent* selected fromthe group contasttng of hydrogen,, » 
C« a.kyl, C„ alkenyl, Cm attyny. and C„ cyc.oa.ky.; or R' »d R> are joined together m 

« alk enyl,alkyoylandcyc,oalk T .gron P isopttonal.ysnbsttt„^w,m.U,5 f .noro O 

independently selected from Cm alkyl and fluoro; j 
each R k is independently selected from the group consisting of Cm alkyl* Cm | 

™>f cp f <irom f -SCO^and-NR^ ;ortwo 
alkenyl,CMalkynyl > cyano,halo,-OR,-SR,-S(0)R, 

adjacent R* groups are joined to form Cm Xylene, -(Cm alkylene)-0- or -C~(Cm . 
alkylene)-0-; wherem each alkyl, alkylene, alkenyl and alkynyl group is ophonally ; 
substituted with 1 to 5 fluoro substitutents; | 

i 

a is an integer from 2 to 7; j 

i 

frisOorl; I 
cisanmtegerf«x,m2to7;providedmat« + 6 + ce< I uals7,8or9; j 

x is an integer from 2 to 4; 
y is an integer from 2 to 4; 

or a phannaceuticaUy-acceptable salt or solvate or stereoisomer thereof 

i 

26. (Original) The compound according to Claim 25, wherein R 1 is -<CB^-. 
-(CH 2 ) 8 -, -(CH^-, -(CH 2 )3-0-(CH 2 )3- or -(CH 2 ) 4 -0-(CH 2 ) 4 -. 

27 (Original) The compound according to Claim 26, wherein R 2 is Cm alfcyU 
wherein the alkyl group is optionally substituted with 1 to 3 fluoro subsutuents. ; 
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28. (Original) The compound according to Claim 27, wherein each R is 
independently selected from the group consisting of hydrogen, alkyl, 
cyclopropylmethyl and 2-hydroxyethyl; wherein each alkyl group is optionally j 
substituted with 1 to 5 fluoro substituents. 

i 

I 
i 

29. (Original) The compound according to Claim 28, wherein 

R'is-^H?),-; | 
R 2 is selected from the group consisting of methyl, ethyl, «-propyl, isopropyl, n-j 

butyl and isobutyl; and 

R 3 is selected from the group consisting of hydrogen, methyl, ethyl, n-propyl, j 
isopropyl, difluoromemyl,trifluoromethyl,2,2,2-trifluoroethyl s l,3-difluoroprop-2-yl, | 
l,l,3,-trifluoroprop-2-yl, and l,l s 3,3-tetrafluoroprop-2-yl. 

j 

30. (Original) A compound selected from the group consisting of: 
4-{W<3KS)-l<arbamoyl-l,l-diphenylm^ 

(isopropyl)amino} -l-(4-methoxypyrid-3-ylmethyl)pipendme; : 

s 

4-{Aq7<3-(S)-l-carbamoyl-l,l-diphenyh^^ 
yl]-^(isopropyl)ammo}-l-(4-memoxypyrid-3-yl^ 

4-{Ar-[7-(3-(^l-carbamoyl-l,l-diphenylmemyl)pyrrolia^-l-yl>3-oxahepH 
yl]-^isopropyl)amino}-l-(4-methoxypyrid-3-ylmethyl)pipendine; ; 

4.^47^3.(^-l-caTbamoyl-l,l-diphenylmelhyl)pyrrolidin-l-yl)hept-l-yl]f-iV- 
(emyl)anuno}-l-(2-methoxypyrid-3-ylmethyl)piperidine; j 

4-{^-[7K3K^l-carbamoyl-l,l-diphenylmemyl)pyrrolidin-l-yl)hept-l-yr 
(ethyl)amino}-l-(3-memoxypyrid-2-ylmemyl)piperidine; 

4-{^-[7-(3K^-l-carbamoyl-l,l-diphenylmemyl)pyrrolidin-l-yl)hept-l-ylJ-iV- 
(emyl)anrino}-l-(4-memoxypyridO-ylmethyl)piperidine; j 

i 

4- {7V-[7-(3-(5)-l-carbamoyl-l ,l-diphenylmethyl)pyrrolidin-l-yl)-4-oxahept-l- 
yl]-W-(ethyl)amino} -1 -(4-methoxypyrid-3-ylmethyl)pipendme; ; 
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4- {AH8<3^-l-carbamoyl-U-diphm^^ 
(ethyl)amino}-l-(4-methoxypyrid-3-ylmethyl)pii>endine; 

4- W-[9-(3-(S)-l -carbamoyl-1 4-diphenylmethyl)pyrrolidin-l-yl)non-l-yl]-^f 
(ethyl)amino}4^4-methoxypyridO-yhnethyl)piperidine; ; 

4-{Aa7-(3-(S)-l-carbamoyl-U 

yl]-^-(ethyl)amino} -l-(4-methoxypyrid-3-ylmethyl)pipeTidme; 

4-{Ar-[8-(3-(5)-l-carbamoyl-ia-diphenylmethyl)pyn-oUdin-l-yl>3-oxaoct-l^ 
y l]-iV-(ethyl)amino}-l-(4-inethoxypyrid-3-ylmethyl)pipendme; 

4-W-[9-(3K5)-l-c a ibamoyl-ia-diph e nylmethyl)pyrroUdin-l-y^ 
yl]-^(othyl)amino}-l-(4-metboxypyrid-3-ylmethyl)pipendine; 

4-W-r8-(3-(5)-l-carbaraoyl-14^phenylmethyl)pyrrolidin-l^ 
yl]-JV<ethyl)amino}-l-(4-inethoxypyrid-3-ylmethyl)pipendine; : 

4-{JV-[9-(3<5)-l-carbamoyl-ia-dipbenylmelbyl)pyrrolidin-l-yl)^-ox^ 
yl]-iV<ethyl)amino}-l-(4-methoxypyrid-3-ylmethyl)pipendiiie; j 

4_W47-(3<S}-l-carbamoyl-U-diphmylm 
yl]-J\r-(ethyl)amino}-l-(4-methoxypyrid-3-ylmethyl)pipendine; 

4-{Aq8K3-(^-i^ b ^°y 1 - 1 « 1 - di P hen ^ 

yl]-7Sr-(ethy1)amino}-l -(4-methoxypyrid-3-ylmethyl)piperidine; 

4 . {AT-[9-(3-(5)-l -caibamoyl-l,l-diphenylmethyl)pyrrolidin-l -yl)-5-oxanon^l- 
yl]-Ar-(ethyl)amino}-l-(4-methoxypyrid-3-yltnethyl)pipendine; > 

4- W-[8<3-(S)-l-carbamoyl-l,l-diphenylmethyl)pym>lidin-l-yl)-6-ox^ 
yl]-iV<ethyl)amino}-l-(4-m e thoxypyrid-3-ylniethyl)pipendine; 

4-{jVW3<S)-l-carbamoyMJ^ 

yl]-^-(ethyl)amino}-l-(4-methoxypyrid-3-ylmethyl)pipendine; 
4-W^-(^l-carbamoyl-l^ 

yl]-^-(ethyl)amino}-l -(4-metboxypyrid-3-ylmethyl)pipendine; 

4-{JV47<3K5)-l-carbamoyl4,l-diphenylmethyl)pyrrolidin-l-yl)hep-l-yl]W^ 
(prop-l-yl)amino}-l-(4-methoxypyrid-3-ylmethyl)pipendme; j 

4-W-[8-(3-(5)-l-carbamoyl-lJ^phCTylmethyl)pyiTolidia-l-yl)oct4-yll-^- 
f P rop-l-yl)amino}-l-(4-methoxypyrid-3-ylmethyl)pipendine; 

i 

! 
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4-W49-(3<S)-l-carbamoyl-ia-diphenytaethyl)pyrrolidin-^ 
(prop\-yl)amino}-lK4-methoxypyrid-3-ytaethyl)piperto : 

4-W47<3<5)-l-carba m oyl-l,l-diphenylmethyl)pyrroU^ 

4-{Af-[8-(3-(S)-l-caibamoyl4,l-olphenylmethyl)pynoudm^ 
y l]-^ 

4-W-r7-(3-(S)4-carbamoyl-l,l-diphenylmethyl)pyrrolidin-l-^ 

4-{JV-[8-(3KSH-carbamoyl-U^ 

4-{iNHWS)-l-caibamo^ 
yllVforopVyl^n^ 

4-{jV-r7-(3^-carba^ 

yl]^ropV-yl)amino}-lK4-methoxyp^ | 
4-W48<3K5)-l^arbamoyl-l,l-dipbenyhnethyl)pyrro^ 

4-W-[H3KS)-l-carbamoyl-l,l-diphenylmethyl)pyrmli^^^ 

4-W-[8-(3-(5)-l-carbamoyl-l 5 l^iphenylmethyl)pyrrol^ 

4-{N49-(3<S)-l^arb a moyl-14-diphenylmethyl)pyrroli^ 

4-W-[9K3^1*axba^ 
^(pro^ 

4-W-r7-(3-(S)-l-carbainoyl-U^phenyta^^ 

(i SO propyl)annno}-M4-n^^^ j 
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| 

44tf-[7K3K^l -carbamoyl-U-diphe^ 

(isopropyl)ainino}-l-(4-isopropoxypyrid-3-ylmethyl)pipendme; ; 
4-(W-(3^1^aibamoyl-l,l-^ 

(isopropyl)^ j 

4-W-r7-(3-(5)-l-carbamoyl-lJ^phenylmethyl)pym)lidin-^ 
(isopropyl)amino}-l-{4K2.hydroxyethoxy)pyrid-3-ylmethyl)pipen^ ; 

4-W-[7<3<S)-l^arbamoyl-l,l-dlphenylmethyl)pyrroli^ 
(isopropyl)amino}-l-(4-isobutoxypyrid-3-ylniethyl)pipendine; ; 

4-{WLr 7 ^3<5)-l-caibamoyl-ia-dipheaylmethyl)pyrroUdin-l-yl^ 
(isopropyl)amino}-l-(2,4-dimethoxypyrid-3-ylmethyl)pipendine; j 

4-f7W7-f3-(SH-carbamoyM,l-diphe^ 

(isopropyl)a m ino>-lK2.fluoro-4-methoxypyridO-yb^^^ | 

4- W-r7-(3-(SH -carbamoyl-1,1 -diphenylmetbyl)pym>Udin-l-yl)hep-l -y\]-N- 
(isopiopyl)aminoH-(2-chto^^ j 

(isopropyl)aminoH-(2-me^^ | 
4-{AM8-(3-(^l*aiban^ 

(isopropyl)amino}-l-(4-methoxypyrid-3-ylmethyl)piperidine; j 

4-{^[9^3K5)-l-carbamoyl44-diphenylmeibyl)pyrroUdui-l-yl)no^ 
(isopropyl)amiiio}-l-(4-methoxypyrid-3-ylmethyl)pipendme; ■ 

4-W-[7<3-(S)-l^arbamoyl-l,l-diphenyh^^ 
(isopropyl)amino}-l-(3-methoxypyrid-2-ylmethyl)pipendine; 

4-W-[8K3^-l-caibamoyl-l,l-diphenylme1hyl)pyrrolidin-l-yl)oct^ 
(isopropyl)amino}-l-(3-methoxypyrid-2-ylmethyl)pipendine; 

4-OT9^S)-l -caftan^ 

(isopropyl)amino}-l<3-methoxypyrid-2-ylmethyl)pipendine; | 
4-{W-[7-(3<S)-l-caibamoyM4-d^henyta^ 

(isopropyl)ainino}-l-(3-methoxypyrid-4-yhnethyl)pipendine; _ 

4-{^-[8<3<5)-l-carbamoyl4,l^phenylme1hyl)pym)lidin-l-yl)oct-l-yl3^- 
(isopropyl)amino}-l-(3-methoxypyrid-4-ylmethyl)pipendine; ; 

j 

i 
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4-W-r9-(3-(5)-l-carbamoyl-l,l-diphenylmethyl)pyrrolidin-l-yl)no 
(iipropyl)amino}-lK3-me1iioxypyrid-4-ylmethyl)pipendme; 

4- { Ar47-(3-(5Vl-carbamoyl-lJ-diplienylmethyl)pynoli^^^ 
0sopropyl)amino}-l-(2-methoxvpyrid-3-ylmeth^ 

4-W48-(3-(5)-l-caibamoyl-l,l-diphenylmethyl)pyrrolidw-l^ 
(isopropyl)amino}-lK2-methoxypyrid-3-ylmethyl)pipendme^ . 

4_W-r9-(3<5)-l-carbatnoyl-14-diphenylmethyl)pynoUdm^ 
(isopropyl)amino}4K2-methoxypvrid-3-ylm e th y l^ j 

4-IAM7^3<SH-carbanioyl-U 

yllVOsopropyl)^^^ i 

4-W-r8-f34S)-l^aibamoyl-U-^ 
yllVosopropyl)^^^ 

44iV-r9<3-(5)-l-carbamoyl-ia^phenylmethyl)pyriolidin-l-yp^ 
ylWisopropyflar^^ | 

4-{j\M7-(3^1*arbamoyM,l-^^ 

y l]V(i S oprVyl)amino}-H4-methoxypyrid-3-ylmetliyl)pipendine; 

! 

4-W.[9^3-(tt-l-carbamoyl-U-d^ 

^V^p^y^^ j 
4-{M8<3<S)-l^arbamoyl-U-<^ 

yllVasopropyiJaminoj-l^-methoxypyrid-S-ylmethyl^ipendine; ; 
4-W-[9<3^-l-caibamoyU4^ 

yl]V(i S opropyl)amino}-l<4-methoxypyrid-3-ylmethyl)pipendine; 

» 

4-UW3<S)-l-carbainoyl-l,l^^^ 

ylWisopropyOaminoJ^^methoxypyrid-S-ylmethyOpipendme; 
4-^r9-(3-(SM-carbannoyM,l-diphenyta^^ 

yl]V(isopropyl)amino}-H4-methoxypyrid-3.ylinethyl)pipendine; . 

4-fJV-r9-(3-(#-l-carbamoyM^ph^ 
y l]V(isopropyl)amino}^ 



i 

DC 

m 

o 
o 



i 
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4-(Aa7-(34S)-l^bamoyl-l,^ 
(cycloUpytoethyl)amino}-lK4-metho X ypyridO-y^ 

4-^r8-(3-(5)4-carbamoyl-14-diphenylmethyl)pyr^^ 
(cycloWopytoethyl)amino}-l-(4-methoxypyrid-3^^^ 

4-W49-(3-(tt-l^aTbamoyl-l,l<lipheny^ 
(cyclopropyU*hy»^ 

4-{^47-(3-(S)-l-carbamoyl-lJ-diphenylmeuiyl)pyrrolidin-l-^ 
^-(cyclopropylmethyl) 

4-W-[8-(3-(S)-l-caibamoyl-l,l-diphenylme^yl)pyrroU 
ylWc^ 

4-fW9-(3-(o>l-carbamoyl-U-diphen^^^ 
yl]V(cyclopropylmethyl)arrdno}-l-^ 

4-W-[7-(3-(S)-l^aibamoyl-U-d^^ 
yl]V(cyclopropylmethyl)ariuno}-l-(4-mete 

4-(AU8-(3^1-carbamoyl-U^ 
yl]%yclopropylmethyl)annno}-l-(4-mete^ 

4-{^[9^3-(5)-l-caibamoyl4,l-diphenylmethyl)^ 
^(cyd^^^ 

| 

4-{A/W3-(SH-carbamoyl-l,l^ph^ 
y^Wcyclopropylmethyl)^ 

4-W48-(3<5)-l^arbamoyl-l,l-dipbenylmethyl)pyrroli^ 
y l]V(cyclop^^^ 

MW<3<6>l-carbamoyl-U-diphen^ 
yl]V(cyclopropylmethyl)arnino^ 

4-/7W8-(3-(S>l^arbamoyl-l,l-diphenylme^ 
y l]V(cycloi>ropylm^^ 

4-W49<3^-l-carbamoyl-14-diphenybTiethyl)pyrrolidin-l-^ 
yl]V(cyclopropylmethyl)amino}-l-(4-methoxypyridO-yto 

4-W-r9-(3-(S)-l^arbmoyl-l,l-diphenylmefo^^^^ 
y l]V(cyclopiopylm^^ 



o 

> 
1 

OB 

m 

O 

O 
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j 

4-W7-(3<S)-l-caTbamoyl-U-diphen^^ 

(2Vdroxyethyl)amino}4K4-methoxypyrid-3-ylmethyl)pipendme; ; 
4 (Aq8-(3-(SH^arbamoyl-U-diphenyl^ 

(2\ydToxyethyl)anuno}-l-(4-niethoxypyrid-3-ylniethyl)piperidine; ; 

4-W49<3<5)-l-carbamoyl-l,l-diphenylmethyl)pyrrolidin-l-yl)non4-yl]-^^ 
(2-hydroxyethyl)aiinno>4-(4-methoxypyrid-3-ylmethyl)pipendine; 

44jV-r7-43-(S)-l-carbamoyl-U^pheny^ 

y l]-tfVhydroxyethyl)amino}-H^^ ; 

i 

4-W-r8^3-(S)-l-caibamoyl-l,l-diphenyimcthyl)p 

y i]V(2-ny*ox y etoyi)am^ I 

4-W49<3^S)-l-ca*amoyl-l^ 

yl]V(2-hydroxyethyl)amino}-l<4-methoxypyrid-3-ylmethyl)pipen | 

4-{iV-F7-(3-(S)-l^arbamoyl-14-diphenylmethyl)pyrrolidin-l-ylH-o x 
y l]V(2-hydroxyethyl)amuio}-l<4-me1hoxypyrid-3-ylmethyl)pipendn^ , 

4-W48^3-(5)-l-carbamoyl44-diphenylmethyl)pyrroUdin-l-y^ 
y l]V(24iydroxyethyl)ainino}^^ . 

4-{AM9<3-(SVl^bamoyl-U^pAeny^^ 

yl]V-(2-hydTOxyethyl)amino}-l<4-methoxypyrid-3-yhnethyl)piperidine; ; 

4-W-[7-(3^-l-carbamoyl-l,l-diphenylmethyl)pyjTOudin-l^ 
yl]-^(2-hydioxyethyl)amnio}-l-(4-methoxypyrid-3-ylm^ I 

4- {AK8-(3K#- 1 ^arbamoyl-1 ,1 -diphenyta^^ 

yl]V(2-hydroxyethyl)ainino}4-(4-methoxypyrid-3-ylmethyl)pipento ; 

4-W49<3^5)-l-carbamoyl-l,l-diphenylmethyl)pyrroUdin-l-yO^ 
yl]V(2-hydroxyethyl)amino}-l ^-methoxypyrid-S-ylmethyOpipendme; j 

4-{^48K3Kol-l^arbamoyl-14-diphenylmethyl)pvnolidin-l-yl)-6^xa^ 
yl^(2-hydroxyethyl)amino}4K4-methoxypyrid-3-ylmethyl)pipendme;| 

4-M9-(3<$-l-ca*amayM^ 
yl]V(2-hydroxyethyl)ami™^ 
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} 

yl]l(lhyaxoxyethyl)^ j 
4-f^r7-(3-(SH-carbamoyl-U^^ 

4-W47-(3^-l-catbamoyl-l,l-diphenylmethyl)pyrrolidin-^ 
(isopropyl)atnin 0 }-lK4-hydroxypyridO-ylrneth y l)pipendme; j 

4-{i\M7-(3-(S)-l-carbamoyl-U^^ 

(isopropyl)amino}-l-(4-ethoxypyrid-3-ylmethyl)pipendme; ; 

4-(N47-(3-(5)4H 5 arbamoyl-lJ-diphenylmethyl)pyrrolidin^ 
(Upropyl)arnW j 
4.W47-(3-(5)-l-carbamoyl-l,l-diphenylrnethyl)pyrrolid^^ 
liJIriX^ j 

4 {Ar-[7WS)-l-carbamoyM,l-diphe^^^ 
(isopropyl)amino}-l-(4-methoxy-2-trifluoromethoxypynd-3- 

ylmethyl)piperidine; 

4-W47<3-(S)-l^arbamoyl-l,l-diphenylmethyl)pyrrolidin-l-y^^ 
(isopropyl)amino}-l-(2-difluoromethoxy-4-methoxypyrid-3- , 

ylmethyl)piperidine; | 

4-{^-[7<3K5)-l^arbamoyl-14-diphenylmethyl)pyrrolidin-l-^ 
(i S opropyl)amino>-H2-methoxy-4-trifluoromethoxypyrid-3- 

ylmethyl)piperidine; 
4-W-[7<3^-l-carbamoyM 

(isorm>pyl)amino}-l-(4-difluoromethoxy-2-methoxypyrid-3- j 
ylmethyl)piperidine; ; 

4. { ^[7<3<S>l-carbamoyl-l,l-diphenylmethyl)pym>Hdi^ 
(isopropyl)amino} -l-(2-ethoxy-4-trifluoromethoxypyrid-3- 
ylmethyl)piperidirie; | 
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(isopropyl)amino}-l-(2-ethoxy-4-difluoromethoxypynd-3- 
ylmethyl)piperidine; | 
4-W-[7-(3K5)-l-caibamoyl-ia-diphenylmethyl)pyrrolidi^ 

^^(isopr^ 

4-W47^SVl-(W/^fiediyteaAa^ 
y S-^ 

y l)ne^l-yl]% 

yl)h^ i-yl]i^^ 

and ! 

i 

4-{N-[7-(3-(S)-l-Caibamoyl-U-diphenym^^^ 
<^ P ropyl)anW 

4-W-r7-(3-(i?)-l-Carbamoyl-14-diphenytaethyl)pyrrolidm^ 
(isopropyl)a m ino}-l-(4-methoxypyrid-3-ytoethyl^^ and 

4_/ W .(3-(*)-l-Ca*amoyl-U-^ 

(isopropyl)amino}-lK4-ethoxypyrid-3-ylmethyl)pipendine; j 

j 

or a pharmaceutically-acceptable salt or solvate or stereoisomer thereof. 

31. (Original) 4- {W-[7-(3-(S)-l -Carbamoyl- l,lniiphenytaiethyl)pyiiolidin41. 

y l)hept-l-yl]-ivKis^^ or a ; 

pharmaceutically-acceptable salt or solvate thereof. 
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32. (Original) 4-{N-[7^3-(6>l^ 

y l)hept-l-yl]-iV^^^ « a 

pharmaceutically-acceptable salt or solvate thereof. 



33 (C Mginal)4-{^[7-(3-(5)-l-Carbamoyl-l,l-diphen y lmethyl^ 

y l)hept-l-yl]-i^^ ° T * 

pharmaceutically-acceptable salt or solvate thereof. 

34-38. Canceled. 

39. (Currently Amended) A pharmaceutical composition comprising a 
pharmaceuticaUy-acceptable carrier and a therapeutically effective amount of a 
compound of any one of Claimo 1 to 33 Claims 1-33 . 



m 
m 

CO 

I 



O 
O 



4043. Canceled. 
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44. (Original) A process for preparing a compound of formula I: 




(R b )n 



I 

wherein R 1 , R 2 , R 3 , R a , R b , R°. R d , «. »> * * r, W, X, Y and Z are as defined in 
Claim 1; or a pharmaceuncaUy-acceptable salt or solvate or stereoisomer thereof; 
the process comprising reacting a compound of formula Va: 



r 



rf. 

8 




N(R e ) 2 



N-(CH 2 ) a — (0) 5 — (CH 2 ) m-^ h 



(R b )n 



Va 



or a 
formula VIII: 



salt or stereoisomer or protected derivative thereof; with a compound of j 

(R d )r 




R*~ O 



VUI 
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or a saU or protected derivative thereof; and a reducing agent to provide a j 
expound of formula I, or a pharmaceutically-acceptable salt or solvate or stereoisomer | 

thereof \ 

i 

45. (Original) The process of Claim 44, wherein the process further comprises 
the step of forming a pharmaceutically-acceptable salt of the compound of formula I. j 

j 

46. Canceled. i 



r, 
o 

1 



O 

o 
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